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tocmatazul application NO. 
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International filing dtfe (dnypinni)itytetf 
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Priority da(£ fiqyfa&arft^w^ 
Q9.09»l996 


bttcKUitireial Ptf&nt Classification (IPC) QTwtlonaJ classification and IPC« 




C 07 K 1/04 






Applicant 

Holm, Atft& et al 



1, 



This intemaiiDDil prel Wnary extinvnation report, has been pcepwedby tius International Prcfonbary E*a«iniaE 
Atitnoriiy m4 is transmitted to foe applicant aceordin(j la Article 16. 



Authority an4 is transmitted to the applicant tkcaording t 
J. mREPORTcoiwi$tsofalou»1of 4 ,,_ _ sheds including thia covet A»M, 



□ Thia report is abo flccompwiied ANNEXES, i ,c. , sheet* pf (he 4e*ript><*. cjaixfti an^or drawings *ftu* have 
been omoided and the baiis fot Oils report and/« sheet* winning rectifications made before ihb AiHhony 
(see Rule 70,16 and Section 6Q7 of the Adnurortrutw Ir^ruc^otis natter the PCT)* 



I'hwe annexe! consist of a ratal of 



sheets. 



This TCpcn contains indications relating to the Mewing items 
} ^ B^vsfeoftheiepoit 
H Q friority 

[V J^J tatVoTimity of invention 

V f\7} py^yurwl natenwait under Article 3 5(2) wtih regard lo nowfcy, in venlWe step or industrial applicability* 

citations and explanations supporting such statement . 

VI Q certain d^imenis cited 

VH Q Certain defects in the uateTnarieiral application 
Vm £jj Certain ohaervadojus on (he international application 



Date of submit rt on of the demand 
07.04,1998 


Dai* pf corapliJilon of thit report 
02.09.1998 


Name and mailing address of the tPEA/3 E 

✓a:<inc» oc?*. *^ioirorinq«vor*t*t tele* 

FacaimiJeNo. OH-667 72 B8 


Authorized officer 

Carolina Palmcrar.tz 

TeiepJmncNo. 09-7B2 25 00 



Received from < 617 439 4170 > at 6118103 2:1 1 :19 PM [Eastern Daylight Time] 



JUN-18-2003 WED 02:16 PH EVDS & ANGELL FAX NO. 61 Mb 4170 

OSS/it ' o£fsr/,-S36 MAs^f^ 



'INTERNATIONAL PRELIMINARY EXAMINATION MPORT 



talcxuttoual apptksrtznn No. 

PCT/DK97/Q0375 



I 8*»totf*b* report 



I Thfcrntfrt been drawn on lhc toi* °f (fUphttm u i thm *kth h</# imfitmito* mhtrMiviai C$cp m wpoMepon iwran 
iheimenatfmitf appllttilonwc^^ 



| | ihecbuni. 



No* 

No* 
Mas. 



,fSW with Cie demand. 
,.fibd with eieUtiex of 
filed wrb the letttfirf 



, MoriBUiallj- filod, 
r , uwid&ded under Arlidff 1$, 
b , Wed nidi the demand, ' 

filed wiljilhis letter of , 

filed vith flic JtBei of 



£J Ihe drawing*, shcetf/f^ , 



ara OTigimiDv filed, 
flled uiih the doftofid 
. ifilcd wjqiih»1fc(lfir«r 
, filed wi A the letter of 



j. Tlrt MWndnjents have radio! iu die coacdlation of: 

P~| Uc description, pftpfi* 

Pj the clfliwi. Ncs. 



i p*| This report has teen e&tffehed QS iff some of) the amtndmcnu hod no; been made, srfnw ihcy have bem considered eg 
I--- J co hrtand lie discloiarc as filed as indicated in the supplemental Box (Rale 70.2(c)), 



4. Additional observations if inecwsjry 
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IntertMkmal application *Ni>, 
PCT/DK97/00375 



V rittoacd >U»n*W timtftr An4de350) with rtt*rt Id owelty, laYt n tJvMlep wimlwtrfd *pott«b!Hty; 
tL^tlani sod wptantfUWI fupporttng »wh iwtemeot 



No**Uy(N) 



lAVcutlve step OS) 



CUima 
clainw 

Claims 



1-39 



1-39 



1-39. 



YES 
NO 

YES 
HO 

YES 
KO 



2. CitatjOiU Md coiptanallMia 

*he present application pertains to a process and to an agent for 
the production of peptides by solid-phase synthesis (5PES) , The 
(^terminal patt of the peptide which is attached to The solid 
support comprise* a p£<&-sequeace of 3. to 9 amino acid residues. 
The amino acid residues are selected from native Ir-amino acids 
having a side chain functionality which is protected during the 
coupling steps and having a propensity factor P# higher than 0*57 
and a propensity factor Pp higher than 1..10 or the corresponding 
D-amino acids. 

By incorporating a pre-sequenco, having particular conformational 

parameters, at the C-terminus coupling times are reduced and 

incomplete peptide bond formation is avoided. 

Thus, by practising the method according to the present 

application 'difficult sequences' (sequences to which incomplete 

couplings are more prevalent) can be produced in high yield and 

purity* 

The International Search Report revealed one document of 
interest \ 

A) US, A, 5021550 

Document A discloses a method for preventing deletion sequences 
in solid phase synthesis of , e.g., polypeptides by providing an 
intermediate polypeptide covalently bound to a solid support. The 
intermediate polypeptide is then covalently bound to an amino 
acid moiety* Intermediate polypeptides which have successfully 
reacted with a further amino acid moiety jfciaain bound to the 
solid support while unteacted intermediate polypeptides become 
covalently bound or otherwise attached to the solid support in at 
least two locations, i,e. they become ^cyclized' . 

mm/ * * 



tffi^imjvm (Box V) (January \m\ 
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bileniatlonal epptalfonNk 
PCT/DK97/00375 



(To te used when tl)e spue hanyofihe preceding boxes U not sufficient) 



Therefore, in view of document A it is not considered to be 
obvious to a person skilled in the art to solve the problem of 
incomplete peptide b$&d formation by, using an lntenrLediate 
polypeptide or pre-se<lUence of 3 to 9 amino acid residues and 
having a propensity factor Pa higher thWi 0,57 and a propensity 
facto* Ff> higher than 1.10. 

v hus, claims 1-39 are considered to fulfil the requirements of 
uovelty, inventive step and industrial applicability* 



# 



Forni FCTflPEA&O 9 (Supplements! Box) (taunty I »94> 
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A. CLASSIFICATION 0 F SUBJECT MATTER 



/u^dt'g to JnSpnl^SS PU«nl Cto'fcaUpn (IPC) or In boOt naUoml cUntfimjoa fcttd JfC 



B. FIELDS SEARCHED , 



IPCS: C07K 



Dt^WPcnutiW) miffed Ollttr than minimum documnrtatiot) (t> thm octant ihtf SrtH docttofttfttt AT* bAlded lb ihft ftcldi imrched 

Sg,fiK,FI|NO classes as above 



fikarora* dws ban wimM **b» 0* Inwitwi lew* (iuw of to HJd, Trtm pndcabte. wan* urn* w*0 



WP1. CA- US PATENTS FULLTEXT. MEDLINE. BIOSIS. EMBASE 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category" 



Option t>f document, vlih Indication, where appropriate, of iho niovaiU patfpftts 



Rolcvprvl to rfftbn No. 



US 5021550 A (ALLEN R. ZEI6ER), 4 June 1991 
(04.06.91) 



1-39 



f""J Further documenui we lifltod In toe continuation of Bote C. Q **** I"* 6 * 1 



ana ax. 



* Sp«»l citrjoricj of cilfld documents 

"A* ttwavw Urfi^Ai ifaff irorr^l fttt hi nrtuct H mi eooridDTrfl 

"H" Cltlff UUUBMBt BIS pUfifrbid OA W ftftCf Ol taltfUtfottl ftkAg dM 

■Li" HoiMtim «rt»kb oi^y tijrtfW dutHM OA miaul? doli\i) or ^hkii u 
cv«d oa MtriUtt) &c publ&tfloB due or wotfacr cIuum or olbcr 

*b 4 dpcxntxjl ri*ar>a| to *«* OnJ disdonux, sue tahlKoM or petit? 



d^own*; p)4itlihpa f*><>? to u* tntcnurioaai mlaf cjic out uwt oaa 



gate wl tT In p i, *** r t H^l ih* UkjIuiiaa btif dua u uddEntkdd 
the priori* W ttuary u&Aatyfcf Glnnato* 

*X* doeuaMi of ptlcair t*Mstcc p» a>lin«t |a w^wtw wwn he 
rawtdfm) oavri AT WMPOt b* waited ta lavelvi uldvt&B*: 
rap wfam tho dffrumrnt h takm Hens 

tutted %t& w*r» rtjviriuai danroq^ Tixrtj mnbip>Hog 
*&* diXBDCfltnaoilivaritenBrpmBtanlly 



01-12- 1997 



Dam of (he bcuuI cctnpkiton of tho iMtnt&ikrial KtArch 



nnd malllna »ddrtn of the ISA/ 
Swedish Patent office 
SOX 5Q55 V S-102 42 STOCKHOLM 



Fwn PCT/T&^p {neoevt *fc*#L) (Mr 1^) 



Auiboiixoct p Ulcer 

Carolina Palracrantz 
TdcphonaNo- +46 B 782 25 00 
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